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DETAILED ACTION 

This Action is in response to the communication filed on 6/7/2006. 

The amendment filed 6/7/2006 is acknowledged and has been entered. 

AppHcant's arguments are addressed on a per section basis. The text of those sections of 
Title 35, U.S. Code not included in this Action can be found in a prior Office Action. Any 
rejections not reiterated in this action have been withdrawn as being obviated by the amendment 
of the claims and/or applicant's arguments. 

Status of the Claims 

Claims 1-6, 9, 11-31, 34-38, 50, 55, 60 are currently pending in the application and are 
addressed herein. 

Claim 55 has been withdrawn fi-om further consideration pursuant to 37 CFR 1.142(b) as 
being drawn to a nonelected invention, there being no allowable generic or linking claim. 
Election was made without traverse in the reply filed on 7/2/2001 . 

Claims 1-6, 9, 11-31, 34-38, 50 and 60 are examined herein 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-6, 9, 11-31 and 34-37 rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 
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Independent claims 1 and 23 have been amended such that they are now drawai to an in 
vitro method comprising providing a cell comprising a polynucleotide molecule comprising a 
destabilization domain a linker moiety and either a target or reporter moiety. However, the 
destabilization domain, linker moiety and target/reporter moiety are all polypeptide elements. 
Polynucleotides are comprised of nucleic acids while polypeptides are comprised amino acids. 
Therefore claims 1, 23, as well as all claims that depend therefrom are indefinite because it is not 
clear how a polynucleotide molecule can comprise peptide elements. 

It is noted that amending the claims to indicate that the polynucleotide molecule encodes 
the elements would obviate this rejection. 

Claim 22 recites the limitation "said reporter moiety activity" in line 2. There is 
insufficient antecedent basis for this limitation in the clairn. 

Claim 5 indicates that the linker moiety is between about 1 to 30 amino acid residues 
while claim 27 indicates that the linker moiety is between about 1 to 30 amino acid residues 
while. It is noted that the base claims (1 and 23) indicate that the linker moiety comprises a 
protease cleavage site. Protease cleavage sites are comprised of more than I amino acid residue. 
Since the claims encompass linker moieties (i.e., protease cleavage sites) that are only 1 residue 
in size, the instant claims are indefinite. Applicants are asked to consider canceling claims 5 and 
27 which would obviate this rejection. 
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Claim 3 indicates that the linker moiety is a non-naturally occurring polypeptide or 
protein. As indicated above, the linker moiety is defined by the base claim as being a protease 
cleavage site. It is unclear how a protease cleavage site (which are known to be naturally 
occurring proteins) could be a non-naturally occurring protein/polypeptide. Applicants are asked 
to consider canceling the claim, which would obviate this rejection. 



Claim Rejections - 35 USC § 11 2, first paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-6, 9, 1 1-31, 34-37 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification does not reasonably provide enablement for the entire scope of the claims. The 
specification does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the invention commensurate in scope with these claims. 

Claims 1 and 23 have been amended such that the claims are now are drawn to an in vitro 
method comprising providing a cell comprising a polynucleotide molecule comprising a 
destabilization domain a linker moiety and either a target or reporter moiety; however, the claims 
(i.e., claims 1, 23) still recite that each of the elements can be encoded by one or more nucleic 
acid molecules (see claim 1, lines 15-17; claim 23, lines 15-16). Therefore, the claims are NOT 
limited to a single nucleic acid molecule which encodes all of the elements in operable linkage. 
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Since the claims are not limited to a single nucleic acid molecule which encodes the elements, 
the claims are not fully enabled for the reasons previously indicated which are reiterated below. 

It is noted that limiting the claims to a single nucleic acid molecule encoding the 
elements, for instance, by deleting the language the elements are encoded by one or more nucleic 
acid molecules would obviate this rejection. 

Claims 1 and 23 are drawn to a method comprising providing a cell comprising at least 
one destabilization domain, a reporter moiety/target protein, and a linker moiety that operatively 
couples the destabilization domain(s) and the reporter moiety/target protein. It is noted that the 
claims indicate each of the elements (i.e., the destabilization domain(s), reporter moiety/target 
protein and linker domain) are encoded by one or more nucleic acid molecules in the cell. Based 
on the disclosure of the specification, one of skill in the art would only envisage the instant 
claims (claims 1, 23 as well as their dependent claims) as being drawn to a single polypeptide 
comprising the specific domains (e.g., the destabilization domain(s), the reporter moiety/target 
protein, and, the linker domain). It is noted that the claims indicate that the elements are 
operatively coupled. Furthermore, considering that the linker domain comprises a protease 
cleavage site when cleaved by a protease decreases the coupling of the destabilization domain(s) 
and the reporter/target protein the only reasonable use for these domains together is for either (1) 
detecting a protease activity, or (2) increasing the concentration of the target protein. Since the 
specification only appears to disclose the linker domain comprising a protease cleavage as part of 
a single polypeptide wherein the polypeptide comprises destabilization domain(s), the linker 
domain, and a reporter/target protein, and considering one of skill in the art would not reasonably 
envisage the three domains to work together as set forth in the claims when the three domains are 
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not expressed as a single polypeptide, the specification has not provided an enabling disclosure 
for the entire scope encompassed by the instant claims. Furthermore, one of skill in the art 
would not be able to predictably make and use the claimed invention v^hen each of the elements 
is encoded by a different nucleic acid molecule such that all of the elements were operable 
linked. Specifically, the specification does not provide an enabling disclosure for the instant 
claims wherein the three domains are encoded by more than one nucleic acid molecule . 
Therefore, limiting claims 1, 23 and 38 to "a polynucleotide molecule" (and deleting the 
indication that the elements can be encoded by one or more nucleic acid molecules) would 
obviate this rejection. 

It is acknowledged that the instant specification contemplates using the disclosed system 
to identify protein-protein interactions and also contemplates the linker can comprise protein 
interaction domains (such as SHI or SH2 domains) such that the domains can be encoded by 
more than one polynucleotide sequences. However, the instant claims are specifically limited to 
the linker domain comprising a protease cleavage site such that the system can is useful for 
assaying protease activity or for increasing the concentration of the reporter/target protein. The 
only way one of skill in the art would understand the instant protease cleavage linker domain 
system to work would be when the system is expressed as a single polypeptide comprising the 
destabilization domain, linker and reporter/target protein. 

It is noted that should claim 1 become limited to a single polynucleotide encoding all of 
the elements, as indicated above, claim 9 would be objected to because it would not fiirther limit 
claim 1 because a single polynucleotide that encodes all of the operatively linked elements would 
necessarily indicate that the elements are covalently coupled together as indicated in claim 9. 
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Therefore, should appHcants amend claim 1, as indicated above, they are asked to consider 
canceling claim 9 which would obviate this objection. 



Response to Arguments 

Applicant's arguments filed 6/7/2006 have been fully considered. 

With respect to instant rejection of claims under 35 U.S. C. 112, first paragraph for not 
being fiilly enabled for the claimed invention wherein the domains/moieties can be encoded by 
"one or more nucleic acid molecules", Applicants arguments are not persuasive. Applicants 
argue that claims 83-86 have been cancelled, thus rendering the rejection based on these claims 
moot. It is acknowledged that the rejection as it pertains to the subject matter of cancelled claims 
83-86 is now moot. Applicants also argue that claims 1 and 38 have been amended to limit the 
claims to *'a polynucleotide molecule" as suggested by the Examiner. In response, it is 
respectfully pointed out that claims 1 and 23 have been amended to include the language "a 
polynucleotide molecule". However, the base claims (i.e., claims 1, 23) still recite that each of 
the elements can be encoded by one or more nucleic acid molecules (see claim 1, lines 15-17; 
claim 23, lines 15-16). Therefore, given the broadest reasonable interpretation, the claims are 
NOT limited to a single nucleic acid molecule which encodes all of the elements in operable 
linkage. Since the claims are not Hmited to a single nucleic acid molecule which encodes the 
elements, the claims are not fully enabled for the reasons indicated herein. 

It is noted that Hmiting the claims to a single nucleic acid molecule encoding the 
elements, for instance, by deleting the language the elements are encoded by one or more nucleic 
acid molecules would obviate this rejection 
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Allowable Subject Matter 

Claims 38, 50, 60 allowed. 



Conclusion 

It is noted that the instant Office Action contains rejections which were not necessitated 
by amendment (e.g., the lack of antecedent basis rejection, etc.). Accordingly this Action is 
made non-final. 



Any inquiry concerning this communication or earlier communications fi"om the 
examiner should be directed to Jon Eric Angell whose telephone number is 571-272-0756. The 
examiner can normally be reached on Mon-Fri, with every other Friday off. 



If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Peter Paras can be reached on 571-272-4517. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for pubUshed applications 
may be obtained from either Private PAIR or PubUc PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800r786-9199 (IN USA OR CANADA) or 571-272-1000. 
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AU 1635 



